INTRODUCTION
============

Bowen\'s disease is a squamous cell carcinoma in situ of the skin which usually manifests as a slowly enlarging erythematous scaly patch or plaque. An uncommon variant of Bowen\'s disease showing a verrucous appearance, so-called "papillated Bowen\'s disease," has been reported[@B1][@B2] and a distinct variant with a prominent clear cell change on histopathology, in addition to a verrucous surface change, was reported as "warty and clear cell Bowen\'s disease (WCCBD)"[@B3][@B4].

We describe another unique form of Bowen\'s disease having a cerebriform appearance and showing histopathologically a significant clear cell change and we propose the term "lobulated Bowen\'s disease" for this special variant.

CASE REPORT
===========

A 76-year-old woman presented with a 1-year history of an asymptomatic solitary nodule on the right temple. The lesion had enlarged slowly over time and no significant scaling or bleeding had occurred. Physical examination showed a 1×1 cm sized well-demarcated brownish walnut-shaped nodule on the right temple ([Fig. 1](#F1){ref-type="fig"}).

Histopathological examination of punch biopsy specimens taken from central and marginal area revealed marked acanthosis with elongation and thickening of rete ridges and full-thickness atypia and disarray of keratinocytes with a significant clear cell change in the epidermis ([Fig. 2A, B](#F2){ref-type="fig"}). The basement membrane remained intact and the upper dermis showed a moderate amount of inflammatory infiltrate. The clear cells occupied about 50% of the tumor population and showed positive staining for periodic acid-Schiff (PAS); however, negative staining for PAS with diastase (D-PAS), suggesting that the material contained in the clear cells was glycogen ([Fig. 2C, D](#F2){ref-type="fig"}). A diagnosis of Bowen\'s disease with a clear cell change was made. The lesion was completely excised with clear resection margins and no recurrence was noted during a 6-month follow-up.

DISCUSSION
==========

Several clinicopathological variants of Bowen\'s disease have been reported; however, Bowen\'s disease showing a cerebriform or walnut-like appearance has never been reported in the literature. The clinical feature of our case differs from that of papillated Bowen\'s disease in that the surface was not verrucous or hyperkeratotic, moreover, there was no papillomatosis on a histopathological examination[@B1][@B2]. Unusual cases of melanocytic nevi having a similar clinical appearance have been reported as "lobulated melanocytic nevi"[@B5][@B6]. We think the term "lobulated" also fit to describe the distinctive appearance of our case. To compare the clinicopathological differences between so-called "papillated" and "lobulated" Bowen\'s disease, we briefly describe another confirmed case of Bowen\'s disease showing a verrucous appearance developed on the right fifth finger of a 45-year-old man in our clinic ([Fig. 3](#F3){ref-type="fig"}).

Although Bowen\'s disease sometimes shows a focal clear cell change on a histopathological examination, a prom inent clear cell change is not a common feature of Bowen\'s disease. Al-Arashi and Byers[@B7] analyzed the overall features of Bowen\'s disease with a clear cell change and classified it by the percentage of clear cells and about 5% of Bowen\'s disease showed a clear cell change over 10%. The authors especially defined Bowen\'s disease with a clear cell change over 80% as "clear cell Bowen\'s disease (CCBD)" and, according to the authors, our case can be defined as Bowen\'s disease with a moderate clear cell change. The origin of clear cells in Bowen\'s disease remains controversial. Initial studies suggest that the clear cells are the result of degenerative changes in the cytoplasm[@B8][@B9]. Subsequent studies show that the clear cell change results from glycogen deposition, which can be identified by positive staining for PAS and negative staining for D-PAS and indicates a differentiation toward outer root sheath[@B7][@B10]. Some authors believe that the clear cell change is due to the cytopathic effects of human papillomavirus (HPV) infection on the basis of the presence of HPV DNA in the tumor cells[@B11][@B12][@B13]. It might differ depending on how the clear cell is defined. In our case, the clear cell change was due to glycogen deposition and HPV DNA was not detected in the tumor cells by polymerase chain reaction test.

Among a lot of clear cell neoplasms of the skin, the differential diagnosis of Bowen\'s disease with a clear cell change should especially include pagetoid Bowen\'s disease, extramammary Paget\'s disease (EMPD), clear cell acanthoma, superficial spreading melanoma in situ, sebaceous carcinoma and trichilemmal carcinoma. Pagetoid Bowen\'s disease is often confused with CCBD; however, pagetoid cells in pagetoid Bowen\'s disease have pale-staining cytoplasm, not totally clear cytoplasm, and they show a pagetoid growth pattern, unlike clear cells in CCBD. Paget cells in EMPD also show a pagetoid growth pattern and stain positive for both PAS and D-PAS. Furthermore, in EMPD, flattened normal basal cells lying between Paget cells and the underlying dermis can be easily observed. In clear cell acanthoma, the area consisting of abundant glycogenated clear cells is sharply demarcated with the adjacent normal epidermis, unlike CCBD[@B14]. Superficial spreading melanoma *in situ* can be distinguished from CCBD by a pagetoid growth pattern of tumor cells and several melanocytic markers[@B15]. Sebaceous carcinoma is basically a dermal tumor and the tumor cells contain lipid globules, which can be identified by lipid stainings. Although trichilemmal carcinoma also consists of atypical cells with abundant glycogenated clear cytoplasm, the atypical cells form solid, lobular or trabecular growth patterns with foci of pilar-type keratinization and with peripheral palisading[@B16].

In conclusion, we present a distinctive type of Bowen\'s disease showing a walnut-like appearance and a clear cell change and we propose that the clinical term "lobulated Bowen\'s disease" would be compatible for the description of this unique clinical variant. From a histopathological point of view, the precise definition and etiopathogenesis of the clear cell change in Bowen\'s disease should be elucidated.
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![(A, B) Marked acanthosis with elongation and thickening of rete ridges and full-thickness atypia and disarray of keratinocytes with a significant clear cell change in the epidermis (H&E; A: ×100, B: ×400). The clear cells shows positive staining for (C) periodic acid-Schiff (PAS) (×200) and negative staining for (D) PAS with diastase (D-PAS) (×200).](ad-29-487-g002){#F2}

![(A\~C) "Papillated" Bowen\'s disease. Papillomatous change on histopathology corresponds to clinically verrucous appearance (B: H&E, ×100). (D\~F) "Lobulated" Bowen\'s disease. Marked acanthosis with elongation and thickening of rete ridges on histopathology is represented by clinically cerebriform or walnut-like appearance (E: H&E, ×100). (C, F) Original photographs were modified for schematic illustration.](ad-29-487-g003){#F3}
